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研究成果の概要（英文）：  We established pemetrexed (PEM)-resistant mesothelioma cells which did not
 show any increase of the relevant enzyme activities. We found that expression of CARP was elevated 
in the PEM-resistant cells with a microarray and Western blot analysis. However, down-regulation of 
CARP expression with si-RNA did not influence the PEM resistance.Next, we found increased 
phosphorylated AMPK and p70S6K levels in PEM-resistant cells, and PEM stimulation augmented these 
phosphorylation. An AMPK activator increased PEM resistance in the parent cells and an inhibitor 
decreased PEM resistance of the PEM-resistant cells. 





















































(1) WST-1 細胞増殖アッセイを用いて PEM
に対する細胞障害活性を確認した。 
 




























































































































































































(6) 以上より CARP発現上昇は PEM耐性の
バイオマーカーになる可能性があり、また
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 とは相乗的な併用効果を示す A MDMX 
 inhibitor produces cytotoxicity in a 
 p53-independent manner but achieves 
 synergistic actions with MDM2 
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